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1. 
INTRODUCTION 
Experimental evidence, while often seemingly confused and contradictory, 
tends to confirm clinical reports that visual processes are uniquely sensitive to 
compounds of the general structure of lysergic acid diethylamide (LSD). Such 
agents have been called "hallucinogenic" or "psychotomimetic," perhaps because 
of bizarre visual sensations which sometimes occur in man following the ingestion 
of micro-quantities of drug. 
Neurological investigations generally report an increase in the electrical 
activity of visual systems with LSD, but neither the exact character nor the precise 
location of these effects is clear. Current knowledge of the neurophysiological 
effects of LSD relating to vision will be briefly outlined, beginning with the 
retina and progressing centrally. 
Jacobson and Gestring (1959) found that in 40% of cats given 50 micrograms 
per kilogram of d-LSD, spontaneous electrical potentials could be recorded from 
the eyeball which were abolished when the optic nerve was sectioned. Apter and 
Pfeiffer (1957) found that cats given 100 pg LSD/kg also demonstrated this effect. 
Schwartz and Cheney (1965a), also using cats, state that intra-peritoneal injec¬ 
tions of high doses of LSD produce a retinal state analogous to stimulation with light 
flickering at high frequencies. 
Apter and Pfeiffer conclude that LSD does not produce hallucinations in 
humans with section of the optic nerve. Jacobson and Gestring believe that the 
effects of LSD upon visual perception are central in origin, but Ostfeld (1961) 
feels that LSD in humans (75-100 pg) leads to hypoxic or toxic retinal changes. 
In a later paper. Krill, Alpert and Ostfeld (1963) found that LSD could indeed 
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2. 
induce hallucinations in humans without a functioning retina and decide that 
"LSD produces independent retinal and higher visual pathway effects. " 
In the visual pathways of the cat, LSD in doses of 100 to 250 pg/kg 
induced a general increase in tonic activity; the same effect could be produced 
by low frequency flickering light or changing light patterns (Schwartz and Cheney, 
1965b)o One of the most consistent alterations in the visual system following 
LSD is depression or complete block of synaptic transmission through the lateral 
geniculate body, an intermediate station in the visual pathway (Bishop, Field, 
Hennessy and Smith, 1958; Evarts, Landau, Freygang and Marshall, 1955). This 
effect, however, occurs at fairly high doses; with less drug, increased cortical 
responsiveness to visual stimulation has been found (Brazier, 1964; Evarts, 1957). 
This is a significant point in that clinical and behavioral evidence also suggests 
that, while high doses of LSD may totally inhibit behavior, lower doses seem to 
produce observable perceptual changes. Even with lateral geniculate block, the 
cortical response to stimuli applied to the optic radiations proximal to the block is 
unimpaired (Evarts et al. , 1955). 
Whether LSD results in stimulation or depression of the visual cortex is not 
certain at this time. Purpura (1956), using the unanesthetized, paralyzed cat, 
found that LSD in doses of 2 to 30 pg/kg facilitated the primary cortical evoked 
potential to both visual and auditory stimuli. At doses of 40 to 60 pg/kg, 
depression of the auditory and continued facilitation of visual evoked potentials 
were found. However, in the unanesthetized rabbit, 25 to 100 pg/kg seems to 
produce a depression of the photic evoked response (Khazan and McCash, 1965). 
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Khazan and McCash also found that 25-100 jjg LSD/kg produce a shift of 
the EEG to the alert pattern in rabbits, a finding which others have also reported 
in other animals, including man (Brazier, 1964; Bradley and Elkes, 1957), 
However, Purpura (1957) cautions that this may actually be the result of activation 
of inhibitory synapses; this activity may simulate the alerting response when 
viewed from the cortex. Evarts, in a 1957 review, notes that in 7 out of 10 
humans tested, LSD administration resulted in increased photic driving of the 
EEG, and in 5 out of these 7, irradiation of the photic response to the frontal 
region was recorded. 
To summarize, then, LSD produces electrical changes in the visual system 
which seem to imply that some type or types (excitatory or inhibitory) of activity 
increases. The relationships between these changes and the behavioral effects of 
the drug are at present speculative, 
Behaviorally, LSD produces some consistent effects which can be noted. 
Transient interruption of responding ("pausing") has been observed in rats 
(Appel and Freedman, 1964; Liberson, Ellen, Schwartz, Wilson and Gagnon, 
1962; Olds and Olds, 1964; Ray, 1965), guinea pigs (Liberson et al, , 1962), 
pigeons (Berryman, Jarvik and Nevin, 1962) and rabbits (McGaugh, de Baran and 
Longo, 1963). The tasks involved included responding for food on simple 
schedules of reinforcement, hypothalamic self-stimulation, approach behavior 
and complex discrimination learning (matching to sample). Similarly, depression 
or lowering of response rate has been seen in monkeys (Jarvik and Chorover, 1960), 
rats (Jarrard, 1963; Ray, 1965), humans (Ostfeld, 1961) and pigeons (Blough, 
1957a). As would be expected, increase in reaction time is another common finding 
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with LSD (Berryman et aL , 1962; Edwards and Cohen, 1961; Faster, 1957,1959), 
Tolerance to the behavioral effects of LSD has also been investigated (Freedman, 
Appel, Hartman and Molliver, 1964). 
The fact that daily LSD administration leads to decreased food intake in 
rats (Hamilton and WiIpizeski, 1961), and that performance under LSD is increased 
with extra food deprivation (Mi Itzer, 1965) suggests that food may lose some of 
its reinforcement value under LSD; yet Jarrard (1963) found that 50 pg/kg in 
rats led to increased bar-pressing for food on certain schedules (VI). In 
experiments involving escape from shock, Hamilton (1960) reports that LSD 
increased the speed of running in the rat. He also found that LSD produced a 
higher percentage of avoidance in a conditioned avoidance situation; however, 
Appel (1965) found no such effect of LSD upon an unconditioned or conditioned 
escape wheel-turning response. 
Perceptual changes following LSD administration include increase in the 
visual threshold in humans (Carlson, 1958) and pigeons (Blough, 1957b) and changes 
in the dark adaptation curve in humans (Ostfeld, 1961). Peterson (1966) found 
that an increase in the apparent brightness of a visual stimulus occurred in 
monkeys given LSD. He also states that the shape of the visual discrimination curve 
was altered. Key (1961, 1964) also found that LSD produced an increase in 
auditory and visual stimulus genera I izatbn. 
The results regarding the effects of LSD upon accuracy as opposed to rate 
of performance are equivocal. The drug impaired monkeys' performance of a 
delayed alternation task (Jarvik and Chorover, 1960) and visual discriminations 
(Foster, 1957,1959), but no change in accuracy was noted in auditory 
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discrimination in cats (Key, 1961) or in matching behavior in the pigeon 
(Berryman, et aL , 1962), Finally, Blough (1957a) found an increase in accuracy 
of complex brightness discrimination in pigeons, an effect which outlasted the 
depression of response rate which followed drug administration. 
Thus, LSD yields depression of response rate and transient interruption of 
responding as two general effects. The effects of LSD on running behavior 
(escape and avoidance) and accuracy of performance of a learned task are not 
nearly as clear. 
Following Blough, the experiments to be described investigate a visual 
discrimination using the pigeon as the experimental subject. Relationships between 
LSD dose and accuracy of performance, depression of response rate and inter¬ 
ruption of responding will be demonstrated. Since the period of experimentation 
was to last almost a year, the development of long-term tolerance to LSD might 
also be shown, and the effect of LSD on food consumption assessed. 
The task chosen was designed so that the difficulty involved was primarily 
"perceptual, " The pigeons were well-trained prior to drug administration and a 
minimum of "problem-solving" was needed for the bird to make the correct 
response. The discrimination was between flickering and steady light; the task 
difficulty could be altered by increasing the frequency of the flickering light. 
It is apparent that, as the flicker frequency is increased, a point will be 
reached at which the flickering light appears steady. This is the critical flicker 
frequency (CFF), a phenomenon which has been extensively investigated. It 
should be noted that in the present study CFF values were not specifically relevant; 
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CFF of the flickering light only means that the discrimination between flicker 
and steady has become impossible. 
Nevertheless, it is of interest that depressants of the CFF include 
barbiturates (Aiba, 1959), phenothiazines (Hoehn-Saric, Bacon and Gross, 1964; 
Karp and Pollack, 1963; Lloyd and Newbrough, 1964), nitrous oxide (Holland 
and Gooch, 1962), carbon monoxide (von Post-Lingen, 1964), electroconvulsive 
therapy (Mowbray, 1961) and brain damage (Taravella and Clark, 1963). 
Depression of the critical flicker frequency means, in these studies, that subjects 
discriminate between flicker and steady less well, while elevation of the CFF 
implies a better discrimination. Although the results of two recent experiments 
are contradictory (Holliday, Hall and Sharpley, 1965; Landis and Clausen, 1954) 
there is reason to believe that LSD should elevate the CFF. Two drugs related in 
some ways to LSD - d-amphetamine (Aiba, 1959) and psilocybin (Keeler, 1963) - 
both elevate this perceptual measure. Psilocybin is both chemically and 
clinically analogous to LSD, producing much of the same hallucinatory experiences 
and classed as a "psychotomimetic. " Amphetamine yields some behavioral changes 
similar to those of LSD (Hamilton, 1960) and clinically, large, prolonged doses of 
amphetamine may also be "psychotomimetic. " 
METHOD 
Subjects: Six male White Carneaux pigeons, three months old, obtained from 
Palmetto Pigeon Plant, Sumter, S.C. , were permitted to eat ad. lib. for five 
days in individual home cages, and a free-feeding weight was obtained for each 
bird. The pigeons were then reduced to 80% of this weight by feeding 5 grams 
daily of a mixture of 40% vetch, 50% Kaffir corn and 10% hemp seed. This was 
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the food mixture used throughout the entire period of study. Birds were maintained 
at 80% free-feeding weight by supplementary feeding in their home cages 
immediately following an experimental session. Water was always available in 
home cages which were housed in a room of constant temperature and humidity 
with a 12 hour light-dark cycle. 
Apparatus; The experimental box was a modified version of that described by 
Ferster and Skinner (1957). Two keys which could be transiIluminated were placed 
two inches apart and equidistant from the food magazine. When the magazine 
was opened to make food available to the birds a loud click occurred and the 
food was illuminated by a small light bulb placed high in the magazine structure. 
White noise was generated in the box to remove the distraction of external sound 
in the lab. The small house lights were gradually dimmed and finally extinguished 
before actual testing was begun, so that the only Illumination in the box was 
provided by lights behind the translucent keys. 
Two lights behind each key. General Electric Neon NE 51, were 
connected in parallel to the output of a tachistoscopic timer (R.C. Gunter 
Associates, Charlton, Mass.) which was driven by a square-wave stimulator 
(Bio-Electronic Laboratory, Div, of TALCO Engineering Co. , Inc. , Hamden, 
Conn.). The purpose of the above apparatus was to provide a controlled source 
of flickering light. The intensity and duration of the on phase were regulated 
by controls on the tachistoscopic timer. The frequency of the flicker, that is, 
the number of on pulses per second, was controlled by the square-wave stimulator. 
The intensity of the lights was maintained at a constant level throughout all 
experiments. In addition, for practical reasons, the duration of the on phase. 
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i.e. , the pulse width, was kept at 4 milliseconds. The flicker frequency was 
varied as will be described below. It is apparent then, that as the frequency of 
flicker was increased, the total on time of the lights was increased also. For 
example, at a flicker of 30 cycles per second, the lights are on for 30 x 4 msec, 
or 120 msec, per second. At a flicker of 50 cps the on time is 200 msec./sec. 
Thus a discrimination between two flicker frequencies may involve the number of 
on pulses per second, the duration of the on phase or both. The advantage of 
using this type of task is that its difficulty can be easily and continuously varied 
by adjusting the flicker frequencies of the stimuli which are to be discriminated. 
In practice, the pigeons were required to discriminate between a flickering 
and a "steady" light. (Actually, a flicker of 100 cps was used for the "steady" 
condition.) The lights behind both keys were operated together. When the lights 
were "steady," only pecks on the left key in the box were rewarded. At 
randomized, preset intervals, the condition was switched to "flicker." The lights 
then flickered at the desired frequency for the specific day's run, and only pecks 
on the right key were rewarded. (See Fig. 1.) The average length of each 
flicker or steady interval was 40 seconds. 
The various conditions were programmed automatically by relay and timing 
circuits located in an adjoining room. Counters recorded responses on each key 
for both flickering and steady intervals. Two cumulative recorders were also 
used, one for correct responses (left key pecks on "steady," right key pecks on 
"flicker") and one recorder for errors. 
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Behavioral Procedure; Since the birds were experimentally naive, a period of 
approximately five weeks was necessary for training. After being taught to eat 
food from the magazine, the pigeons learned to peck at the keys to obtain food. 
At this time, each peck was reinforced (CRF); later larger numbers of responses 
were required to obtain a reinforcement (fixed-ratio or FR). Finally, the birds 
were required to discriminate so that only "correct" pecks brought reinforcement. 
Three experiments were run during the period July, 1965 to May, 1966. 
Throughout all experiments the number of correct responses necessary to obtain a 
reinforcement was 35 (FR35). The magazine was open and food was available 
for 3 seconds at each reinforcement. All experimental runs were terminated 
automatically as soon as 60 reinforcements were given. For the first experiment, 
the discriminations 30 cps vs steady, 50 cps vs steady and 70 cps vs steady were 
run. Experiment II was identical in all details except that flicker levels of 50, 
55, 58, 62, 66 and 71 cps were employed; Experiment III investigated discrim¬ 
inations of 10, 20 and 30 cps vs steady. 
Pharmacological Procedure: LSD in ampules of 0. 1 mg/ml was obtained from 
Sandoz Pharmaceuticals, Hanover, N. j. The drug was administered in doses 
of 20 micrograms per kilogram, 40 pg/kg and 80 pg/kg to each bird at each 
flicker level. Each LSD day was preceded by a physiological saline control day 
run at the same flicker frequency and followed by a non-injection control day. 
Thus in the first experiment there were nine different 3-day runs for each of the 
six pigeons, one at each dose level for each flicker level. All saline and LSD 
doses were administered by intra-muscular (IM) injections approximately 1 cm 
lateral to the sternum, immediately before the start of the experimental session. 
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The order of presentation of flicker cycle frequencies and drug dose levels for 
all experiments was determined by a Latin square design. 
RESULTS 
The accuracy of each pigeon's visual discrimination was assessed by 
dividing the number of incorrect responses per session (x 100) by the total number 
of responses emitted during the session, thus obtaining a per cent errors score. 
The effects of LSD upon accuracy of the visual discrimination will be considered 
first; other dose-response data will follow. 
EXPERIMENT I: 
A major purpose of this experiment was to explore the range of flicker 
frequencies the pigeon can discriminate from "steady" under the experimental 
conditions. To accomplish this, flicker frequencies of 30, 50 and 70 cycles per 
second were used. 
Performance under LSD was always compared to the bird's performance on 
the identical task run the day before under NaCl. Reference to Fig. 2 shows that 
LSD at all three dose levels increased the accuracy of the discrimination 30 cps 
vs steady light. This increase in accuracy was not, however, statistically 
significant (t-test for differences, p<.20). Fig. 2 also reveals that the birds do 
worse on the 70 cps vs steady discrimination than they do on either the 30 or the 
50 cps vs steady discrimination. 
Table 1 shows the average error data obtained. Each value represents the 
average per cent errors (total incorrect responses divided by total responses) for 
18 experimental sessions (one session per bird at each of the three LSD dose levels 
times six birds). These data suggested that the range between 50 and 70 cycles per 
second flicker would be worth exploring. 
■/ 
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Figure 2. Experiment I: Per Cent Errors by LSD Dose and 






















AVERAGE PER CENT ERRORS - EXPERIMENT 
F Hcker 
Frequency Nad LSD 
30 cps 5.9 3.5 
50 cps 8.7 8.9 
70 cps 49.4 51. 1 
^Each figure represents 





Six closely spaced levels of flicker frequency were used: 50, 55, 58, 62, 66 
and 71 cps; drug doses, as before, were 20, 40 and 80 pg LSD/kg. In order to 
determine the degree of covariance of increasing drug dose and increasing task 
difficulty (increased flicker frequency) with respect to errors, a Wilcoxon^^. 
interaction test (Wilcoxon, 1949) was performed; the degree of interaction was not 
significant ^<. 12), 
The effect of increased flicker frequency upon errors is shown in Fig, 3. 
The regular increase in errors manifested by the S-shaped function is significant 
by the Wilcoxonrank test (p<,001). 
The effect of LSD upon accuracy of discrimination was examined from two 
approaches. Fig, 4 shows the average errors at all flicker levels combined, for 
each bird at each drug dose. Twenty pg LSD/kg reduced average errors for five 
of the six birds; eighty pg/kg increased errors for five of the six birds, T-tests for 
differences were performed in both the above cases but were not significant (p<,20). 
Figure 5 shows average errors combined for all birds, at each flicker frequency 
and each drug dose. It is evident that at each flicker level, 20 pg LSD/kg 
reduced the birds' average errors. The t-test for differences is significant here at 
p<.02. Eighty pg/kg raised errors at five out of six flicker levels but this effect 
was not significant (p<. 12). 
The major conclusions of this experiment regarding errors are: 
1, As flicker frequency is increased, accuracy of visual 
discrimination between flickering and steady light decreases (p<.001). 
2. 20 pg LSD/kg significantly improves visual discrimination in the 
flicker frequency range between 50 and 71 cps (p<.02). 
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gure 3. Experiment II; Per Cent Errors by Flicker Frequency, 
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gure 4. Experiment Ih Per Cent Errors, Saline and Three 
LSD Doses, Shown for Each Bird, Average of Six 
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Figure 5. Experiment 11: Per Cent Errors, Saline and Three 
LSD Doses, Shown for Each Flicker Frequency, 











































3o A disruptive effect of 80 pg LSD/kg upon visual 
discrimination is suggested by the above data (p<. 12). 
EXPERIMENT III: 
The increased accuracy of the birds on the 30 cycles per second 
discrimination found at all drug doses in Experiment 1 prompted a further 
investigation of the area of the "easy" discrimination. For this experiment, 
flicker levels of 10, 20 and 30 cps were used. Fig. 6 demonstrates no major 
effect of LSD on errors, although at both 20 and 30 cps, 20 pg/kg improved 
performance. The lack of a clear-cut effect can perhaps be ascribed to the 
fact that the task was too easy, i.e. , there was not much room for improvement, 
THE EXPERIMENTS COMBINED 
The most interesting result of the three experiments with regard to errors was 
the effect of 20 pg LSD/kg. These data are shown in Table 2, At nine of the 
eleven flicker level runs in the three experiments, LSD at this dose improved 
accuracy on the visual discrimination. The t-test for differences is significant 
(p<.05). 
DOSE-RESPONSE DATA 
The dose-response results were similar for all three experiments and will be 
considered together. Occasionally at the 20 pg/kg dose level, and often at the 
higher levels, the bird would stop responding altogether and remain immobile in 
the experimental box. This is the typical response to LSD shown by animals on FR 
schedules (Freedman et al. , 1964). The parameters of these "pauses" are discussed 
in the following section. Here, however, it is to be noted that two measures of 
time in the session can be obtained. One is total time in the experimental box 
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Figure 6. Experiment III: Per Cent Errors by LSD Dose and 









































PER CENT ERRORS, NaCI vs 20 jjg LSD/kg, AVERAGED OVER 6 BIRDS 
Flicker 
frequency Nad 20 fjg LSD/kg 
(cps) 
EXP. I 30 5.9 3.2 
50 11.9 8.5 
70 46.1 50.8 
EXP. II 50 7. 1 5.1 
55 16.9 8.6 
58 23.1 16.2 
62 34.6 28.9 
66 39.1 39.0 
71 43.7 39.2 
EXP. Ill 10 7.3 8.0 
20 3.1 3.0 
30 8.3 4.4 
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required for the pigeon to complete the task of obtaining 60 reinforcements. 
This figure would take pause time into consideration. The other measure is running 
rate, computed by dividing total responses per session (including errors) by running 
time (total time minus pause time). The rate measure reflects the fact that a bird 
working at a difficult task might make more errors and therefore take longer to obtain 
60 reinforcements than a bird working at an easy task. Also, if pause time were 
influenced by difficulty of the task (which, in fact, it is not) running rate would 
correct for that factor. 
The dose-response curves for the two measures are shown in Fig. 7. Total 
time per drug session is divided by total time in the NaCi session the day before. 
At all dose levels, as shown, the quotient is greater than one since total time 
under LSD is greater than total time for saline. Running rate per drug session was 
divided by running rate for the NaCi session of the previous day. At all dose 
levels, this quotient was less than one since the birds respond less rapidly during 
the drug sessions. These results are dose-related and hold up through all three 
experiments, although the effect seems to be less in the third experiment than in 
the previous two. Thus LSD both increases the amount of pausing and decreases 
running rate; the degree of both of these effects depends on dose. 
Interesting aspects of the pause data are shown in Tables 3 and 4. Table 3 
illustrates the fact that there was no significant change in the number of pauses 
occurring in the three experiments, since Experiment II was twice as long as the 
others. The starting time data in Table 4 show no systematic change over the 
three experiments. There is a suggestion that increased drug dose leads to pauses 
beginning earlier in the session. 
..j;nsoic-Jnl©i Od gninloldo >laot 'jrl> ‘if©ic|rt>09 oi (lOS'Qiq •?H'’ m} 
,d ■''■ 
i lOfHo sflT .noslDi'grblv'nor; ofrti I'.rrtii bitit/ v ft-JugH airil 
\d (r50'.”'<^ gnlbylDnc) isq rioaruiq^qi !otoi' ’.j!v-bIv«b b'^tuqinoD ^aio'? 
hild'D idHi !~c1' ^»<hf'agll'o-' -):u?o»nJ ©ir*) sHT 'bnim iinv-* IdIoI) arnit 
'4' ‘ 
< < 
•r to:; ot iqgnc.l ono STOstf) »ic<n bigrm r> fq gntjliow 
»i5»v, oi;.i! ..< V,, V| K > CelA . Jjof '(ioa qn U) gnlMiow 0 nofil Od 
> 
bl‘jO"/.’ gntnrjui (Ion A fi , VDOt ni ,(! iw) orH \’n hi>.-rnaqHni 
.icv^n-* fo:h lol ia>»';io3 
iotoT .A* .gi^ ni ' A'one win i\MOic©fTi ow: otil ivi :ovu.o 0£r»»oq.-'^v.•.?■ ■’. vf)T 
.o.: I .'O • .-o yb I joU ■■)r!t n' &rn!i '.c;v;j i \rl b^i-bivib ?I noil<:n::c .'.‘vb laq »mH 
'■■mK 'c:^ol ’. -nu 9(K nubi ?i ®ffl ^nwrr!^ -a? ■©(-..!, tjo tA 
<•: S' f r'l’ ^tc onit-noJl .onilo-’ lo^ loioi nn«^4 Oc'.J "iiUnq 
.-c-i'i (»o b ''■Jc»V5‘''q of!t ?o tior, n. ,-jH t bsbJvib 
. m’ i. b nV.jtjni v‘'»' b'I't,ei.'uv. n.on'i} 300 n!3i'!( sDvv •."*>'^•'■Jp . '"Hf *ilav»S 
■ ■; .|-?'io’* . .ti' vmoM '3nt-’ bo^ob't-'^aob y-io ctlo^j'i ?£S*f>'] .ftv.)t2?o» fS'Ht 
I 
nl rt.'fi’i Ir‘^’’•'h^vqA© bin'S wdl ni c.-??; jcJ oI *rnjs? IooHo ©tit - ^iinsn/liacixa 
.. I'V bffo gniyjr'-, • ! £• .a>*''T3'ni rllou - - uni ov-'t Ofil 
. j^r; -• .> 'I lo ctiO'i !o .jf'. -^oiCi ^;n!r*nui 
b ••t'-jt '■■ ,.f br*c Z n.-'..'!' -I? -jiL» i.fob azi^nq ydi 'o i^ailaoistnl 
■( • n'arrii .*’ ?<’ll ni fmor'i fc’i.Jt''ir.qii on totoiliulf* 
9 
■j. I ^0 <!D .'t ;n\v II 'r’•n'liieqxil Q:3nf2 ewt? nl gnmuapo 
■i(i> -'.o opoedv O'-’.;, y . jii y/oH^ ^ t>ldDT nf oiob o,nH b^'t'-ot'. .,n*4'*o 
-,.'aooq ni rbo->! oeob goib bbispis.:' ‘ f'^'b -■orta^ggua d A ciadi .alfiominsq^o ijidl 
• ftoiuna aHi "•i 3?>ha» gi* ■♦n^d 
22. 
gure 7 
r. n .. Rate of Response/LSD „ . 
. Dose-Response Measures: —-—— -Sr■.-■7=1 
Rate of Response/NaCI 
Total Time/LSD ^ g ljq Dose for Each 
Total Time/NaCi 
Experiment, Average of Six Birds 
Sessions Per Drug Dose Per Bird: 
Exp. Is 3 
Exp. II: 6 
Exp. Ill: 3 
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TOTAL NUMBER OF PAUSES 
LSD Dose: 20 pg/kg 40pg/kg 80pg/kg 
Exp. I 3 12 17 
Exp. II 11 32 56 
Exp. Ill 8 12 17 
Experiments I and III: 18 experimental sessions 
per drug dose. 
Experiment II: 36 experimental sessions per drug 
dose. 
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MEDIAN TIME OF PAUSE START (MS, in minutes after start of experiment) 
AND MEDIAN DURATION OF PAUSE (MD, in minutes) 
Exp, . I Exp. II Exp. III 
LSD Dose (pg/kg) MS MD MS MD MS MD 
20 20.8 4.9 13.0 3.6 9.5 1.0 
40 10.8 13.0 13.0 8.6 6.0 1.4 
80 6.8 38.7 7.0 18.9 9.0 2.6 
W'.. 
M ^ 'ife ■' ' ’®‘'' ' 
(catuolm n\ ,QiA) BeUAS 30 MOItAiilUO HAi<13M OWA 
, ill f<r«3 ,il .q3<3 
OM aM OM 2M i f. 1 
■III 
O.f 6,C \J.€f 





0 9 ,8< I OS 
CM 02J i 
A -4 
\M 8^. ' ^ fl :■ 
-.r^T iHHMH ' , «,r» > .« 
f'A 
,■ ’ , ' pj^""' 
: 
' ' .* . ^** ' ‘ i, 
i|^ ^ ^ '»v. -,rar f 
'■■■’,v.P 
25. 
The median pause duration data are shown in Fig. 8. It will be noted that 
pause duration increases with dose in each experiment. In addition, the data 
show that at each dose, pause duration decreased from one experiment to the next. 
As stated previously, the total period of experimentation lasted approximately 
one year. Thus, the pause duration results demonstrate a dose-response relation¬ 
ship and also the long-term development of tolerance to LSD. 
Another method of illustrating the pause results is demonstrated by Fig. 9. 
The frequency of occurrence of pauses per time interval after start is shown by LSD 
dose for each experiment. To count as a pause for a given time interval, a pause 
may begin during that time interval or it may have started previously and be 
continued into the time interval. For all experiments there is a peak of pause 
frequency at about 12 to 14 minutes after the start of the experiment. From one 
experiment to the next, however, the progressive decline in pause duration is 
illustrated by the decreasing frequency of pauses in the later time intervals. 
FOOD CONSUMPTION 
As noted in an earlier section of this paper, there have been suggestions 
both clinically and experimentally that LSD decreases food consumption. An 
attempt to verify these impressions was made. 
Each bird was weighed immediately before and directly after each 
experimental session. Since each session contained exactly 60 3-second 
reinforcement periods, comparisons between sessions regarding food consumption 
during the session can be made. The data from Experiment II were examined 
since,by the time that Experiment was run, defecation by the birds during the dis¬ 
crimination test (presumably due to the novelty of the experimental environment) 
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Figure 8. Median Pause Duration in Minutes by LSD Dose, 
Shown for each Experiment, Average of Six Birds 
Sessions Per Drug Dose Per Bird 
Exp. h 3 
Exp. II: 6 
























Figure 9. Frequency of Pauses Occurring Per 2-Minute Time 
Interval After Start of Experiment, Shown for 
Each Experiment and LSD Dose (20 pg LSD/kg Results 
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had ceased to occur. The results of the analysis are shown in Fig. 10. Average 
weight gain per session on saline days was 7. 7 grams; for 80 pg LSD/kg days it 
was 5.3 grams. The t-tests for differences comparing LSD days to the preceding 
NaCi days were not significant, although the tests for 40 and 80 pg/kg were 
suggestive (p<.07 and p<.08 respectively). 
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Figure 10. Experiment II: Weight Gain Per Session in Grams 
by LSD Dose, Average of Six Birds, Six Sessions 
Per Bird at each Drug Dose and Eighteen Sessions 
Per Bird with Saline 
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The significant increase in accuracy following 20 |jg LSD/kg is perhaps the 
most important finding of the experiments. While previous research on critical 
flicker frequency suggested that an improvement in discrimination might be seen 
with LSD (see introduction), interpretation of the data is difficult. 
One suggestion might be that the drug, since it decreases the rate of 
responding, leads to a more deliberate choice by the bird. However, this notion 
is hard to support; while slowing of responding is an effect which is seen more and 
more strongly as dose is increased, accuracy, which is raised by low doses, 
declines with increasing dosage. 
It will be recalled that the duration of the total on period for the lights 
increased as flicker frequency was increased. Perhaps a light which is on for 400 
milliseconds per second appears brighter to a pigeon than a light which is on for 
200 msec/sec, even though the absolute intensity of the light when it is on is the 
same in both cases. Peterson (1966), as mentioned earlier, did find that 20-35 pg 
LSD/kg increased apparent brightness of a visual stimulus. If, for example, the 
apparent brightness of the lights were doubled, then LSD might have the effect 
of making the 400 msec/sec stimulus appear as bright to the pigeon as a flickering 
light whose on period was 800 msec/sec. The 200 msec/sec light might appear 
as bright as a 400 msec/sec light. Thus, the absolute difference in brightness 
between the two stimuli might appear to be equivalent to an on period of 400 
msec/sec rather than 200 msec/sec, increasing the ease of discrimination between 
them. But this hypothesis is in conflict with the increases in generalization for 
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brightness found with LSD (Key, 1964), where stimuli of various intensities 
appeared less different from one another than they did normally, and therefore 
seems of dubious value. 
It is possible that the results are specific to a flicker discrimination and 
therefore are of little general interest. The neurophysiological evidence 
indicates that LSD treatment yielded electrical responses not unlike those found 
when the retinas were stimulated with flickering light (Schwartz and Cheney, 
1965a, 1965b). Perhaps there is an additive effect operating, where a high 
frequency flicker, e.g. , 71 cps, which may appear steady to a bird given saline, 
is imparted with an extra "flicker" due to LSD. The 100 cps flicker presumably 
is at a high enough frequency so that it continues to appear steady after LSD 
administration. 
Yet this interpretation does not seem plausible. For one thing, LSD 
decreased errors at flicker frequencies where the birds were making only 7% 
errors when given saline. It is hard to imagine that this discrimination is so 
"borderline" for the pigeon that an additive mechanism could operate. In fact, 
if the action of the drug were to raise the flicker fusion "threshold," one would 
expect to see increased accuracy of discrimination only for the frequencies which, 
under saline, are above "threshold" and which the drug has shifted to below 
"threshold." 
The fact that LSD, at 20 pg/kg, increased accuracy generally over the 
whole range of flicker frequencies examined, suggests that the effect is some type 
of perceptual facilitation broader than just elevation of the CFF. Blough (1957a) 
tested pigeons on a task which required responding on one or the other of two keys. 
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depending upon whether a light in the box was on or off. The accuracy of 
performance under these conditions was improved by LSD. It is unlikely that the 
drug made it easier for the pigeon to tell whether the light was on or not. What is 
possible is that the drug somehow increased the "importance" of the light; that 
is, responses to distracting stimuli were less likely to be emitted under the drug. 
Thus in the present series of experiments, LSD may have given flicker a "sensory 
impact" which it did not possess or possessed to a lesser degree under saline, 
making it impossible for the change from steady to flicker to go unnoticed. This 
correlates well with clinical observations that humans taking LSD report great 
increases in perceived intensity of visual stimuli (Cohen, 1964). 
The data suggest that two effects may be operating after the pigeon has been 
given LSD. First, perception of sensory input is intensified (above). With 
relatively low doses of drug, e.g. , 20 pg/kg, this increase in perceived intensity 
has the effect of improving accuracy of performance on visual discrimination tasks 
which are already well-learned. 
It is apparent that this same effect of the drug, if of sufficient magnitude, 
might result in a behavioral change quite opposite to that of low doses. Thus 80 pg 
LSD/kg may intensify all stimuli to such a degree that perceptual disorientation is 
the result. The bird is unable to distinguish between the flickering and steady 
light stimuli since all sensory input is of literally staggering impact. High doses 
may therefore result in a decrease in accuracy. 
Blough used oral doses of 200 and 500 pg LSD/kg (1957a). Since drugs 
taken orally are absorbed more slowly and less completely than the same drug 
injected intramuscularly, Blough's doses may be more comparable to those used 
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here than would at first appear. His testing sessions ran as long as 5 hours. The 
sessions in the present study lasted about 20 minutes if the bird were given saline 
or 20 pg LSD/kg, about 40 minutes if given 40 pg/kg and about 80 minutes if 
given 80 pg/kg. Perhaps if the sessions had been of greater length, an increase 
in accuracy would have become evident in the latter portion of the high-dose 
sessions, as "disorientation" subsided. Another possibility is that the stage of 
perceptual disorientation may be initiated by the rapid delivery to the brain of a 
large amount of the drug, with oral administration tending to decrease this sudden 
effect. 
In the present study, depression of response rate after LSD administration 
continued uniformly (except for the "pause" periods of no responding) throughout 
the experimental session. Blough found that this phase lasted about 2^ hours. 
The explanation for these results may lie with a second effect of the drug. One 
suggestion dealing with decreased rate would be that LSD results in general motor 
incoordination; however, the behavioral data on wheel-turning (Appel, 1965) and 
running responses (Hamilton, 1960) do not support this hypothesis. Decreased 
response rate may more probably be due to a decreased "interest" of the animal 
in the task, and specifically to a decrease in the reinforcing value of food. 
The evidence that the pigeons in this study eat less in LSD sessions, despite 
the fact that 60 reinforcements were presented in all sessions, might be construed 
as indicating a decrease in actual motor ability to get to the magazine during the 
3-second periods in which food is available. However, Hamilton and Wilpizeski 
(1961) indicate that food consumption is decreased in a dose-related fashion by LSD 
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in circumstances where rapid motor ability is not a factor. It is this decrease in 
motivation which may largely account for the slowing and interruption of responding 
seen in this study. 
Finally, the progressive decline in pause duration over the year during which 
the experiments were run must be explained. The median starting time and the 
time of maximum pause frequency (12-14 minutes after start) did not change 
appreciably. These may be related to physiological "constants" such as length of 
time necessary for the drug to reach its "active site" in the brain. The decrease 
in pause duration, however, may reliably reflect the development of long-term 
tolerance to the effect of LSD on food as a reinforcer. 
The mechanism of this development of tolerance is unknown at present. It 
is possible to speculate that perhaps continued administration of LSD leads to 
alteration in the molecular configuration at the "active sites" of the receptors for 
the drug, or that repeated LSD treatments deplete some vital intermediate 
necessary for the drugs continued action. One might suggest that LSD acts by 
releasing physiologically active compounds which then actually cause the changes 
which can be observed behaviorally. If, say, at the start of the experiments, 
80 pg LSD/kg released enough of these compounds to cause the bird to "pause" for 
40 minutes, one might imagine that at the time of the third experiment, only enough 
of these active intermediates were available to result in a pause duration of 3 
minutes. 
A simpler hypothesis might be that the decreases in rate and the periods of 
pausing were responses by the pigeons to the novelty of the drug state, and that as 
this novelty was diminished by repeated drug administration, so the responses to it 
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declined. Perhaps being in the experimental environment after LSD treatment 
was aversive to the birds and the decline in pause duration over the experiments 
reflects the pigeons' learning that the experimental session could be terminated 
more quickly by more rapid responding. It is not possible to choose among the 
above mechanisms with the data available. 
In conclusion^ then, the behavior shown by the birds after LSD is consonant 
with postulating two drug effects. One is an increase in perceptual "receptivity. " 
At low doses of the drug, the behavioral manifestation is an increase in accuracy 
of performance on a task where relatively simple responses to perceptual stimuli are 
required. At high doses the unchecked flood of perceptual input may lead to total 
disorientation and a resultant decrease in the apparent discrimination ability. 
The other major result of LSD administration seems to be a decrease in the 
value of food as a reinforcer and a decreasing rate of responding to obtain food in 
a dose-related fashion. This explanation does not preclude some degree of motor 
inhibition or incoordination as an additional effect of the drug. 
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SUMMARY 
Six pigeons were tested on a visual discrimination between light flickering 
at various frequencies and a steady light, under saline and LSD. The birds were 
required to respond for food reward by pecking on the left key in the experimental 
box at FR35 if the light was steady, and at FR35 on the right key if the light 
flickered. Incorrect responses were never rewarded. Each experimental session 
continued until the bird obtained 60 reinforcements. 
The doses of LSD were 20, 40 and 80 pg/kg, administered by IM injection. 
Twenty pg/kg produced a significant increase in accuracy of performance and the 
results with 80 pg/kg suggest a decrement in accuracy. Consumption of the food 
reinforcer was decreased in LSD sessions, despite the fact that all sessions 
contained 60 reinforcements. Depression of the rate of responding and periods of 
complete cessation of responding were found to occur in dose-related fashion. 
Tolerance to the rate and pause effects apparently developed over the testing 
period of about one year. 
o V5^AMMU2 
V'V.:4" 
' 4 . . 
o no »r«nw *Ao*^lq 
sbnic 'j(fl brio ^ r>igU *' br'iv/f',*io') >upn‘»^ stKjh-jA' 1e> 
loinaoi 'jqx-^ M-Ji n} y.it.>f /.-" I ®rff rtq gni'■!',.■•■•' v/i b*iow6T.hoo^/id?^brK>qi‘3\ oJ b^iiFcpei 
' A ' ^ ^ 
■• '.^^>1) >>Ht >i tHgi} *»nt rci io bon ,\by?t2 eow Mji'. s-rU £€;Vl to xod 
noilii''.'. -* f<“..L2 .bttbio.v-^! v-3.' 'V^'-asA/ wjancxqi'v; '.b9io;4oiB 
.eif-em* Oc- hao^td* bi'-j ^-tou beooitnoa 
,fiollo«jni Ml vd .> Oil .iii '-'r >'> Od v.no Of* .Oi ©laiv.' ’.S. J i :■ £*.> r.I; ©rl ^ 
‘*rlt c.-tr i.-/ *- 'tliOQ Iv \ow»o3;-o nt Mdawni inCDinn^-!?* f>.J ftne^-vT 
.'oo' 'i'f'i ?.-) 1-/:qntj?/ .y5r><-OJ«n ;'i rriMv '■ 'i ■ »ivi-qvo.’ 08 d^iw 
=^•<0 To tjol art oOqaeb ^ r-ji.'.tftt C^‘ ^ '' '.> Kr;^^^j^b ioW 
L caoi -3 ■ ■ , "ifc.'i,JO•:►*■» •'♦tCM ?.•'> Vj .irr;Vv ■ J.'. Ob b<»nfOlno3 
• r . . ‘ fi* ii ..'O ot ‘‘Vow f-;;-ono^zsi lo nortOfceoD &fdlq»«>-'v 
f t'••. > btjq-!.,v!»b yFlO®tuq^,. ' v i.. .-•:: • wit ot ■-3iT01«1oT 
•tt-> • bolvqq 
37. 
REFERENCES 
Aiba, S. , "The Effects of Dexamphetamine, Sodium Amobarbital and Meprobamate 
on Critical Frequency of Flicker Under Two Different Surround 
Illuminations," Psychopharmacologia 1;89-101, 1959 
Appel, J.B. , "Drugs and Escape Behavior," Final Report Grant MH 07239, 
mimeographed, 1965 
Appel, J.B. and Freedman, D.X. , "Chemically-Induced Alterations in the 
Behavioral Effects of LSD-25," Biochem. Pharmacol. 13:861-869, 1964 
Appel, J.B. and Freedman, D.X. , "The Relative Potencies of Psychotomimetic 
Drugs," Life Sci. 4:2181-2186, 1965 
Apter, J.T. and Pfeiffer, C.C. , "The Effect of the Hallucinogenic Drugs LSD-25 
and Mescaline on the Electroretinogram," Ann. N.Y, Acad. Sci. 
^;479-495, 1957 ~~ 
Berryman, R. , Jarvik, M.E. and Nevin, J.A. , "Effects of Pentobarbital, Lysergic 
Acid Diethylamide and Chlorpromazine on Matching Behavior in 
the Pigeon," Psychopharmacologia 3;60-65, 1962 
Bishop^ P. O. , Field, G. , Hennessy, B. L. and Smith, J. R. , "Action of D- 
Lysergic Acid Diethylamide on Lateral Geniculate Synapses," 
J. Neurophysiol. 21:529-549, 1958 
Blough, D.S. , "Some Effects of Drugs on Visual Discrimination in the Pigeon," 
Ann. N.Y. Acad. Sci. 66:733-739, 1957a 
Blough, D.S. , "Effects of Drugs on Visually Controlled Behavior in Pigeons," 
in Gavattini, S. and Ghetti, V. (eds.). Psychotropic Drugs, pp. 
110-118, Elsevier, Amsterdam, 1957b 
Blough, D.S., "Spectral Sensitivity in the Pigeon," J. Opt, Soc. Amer. 47:827- 
833, 1957c 
Blough, D.S. , "A Method for Obtaining Psychophysical Thresholds from the Pigeon," 
J. Exp. Anal. Behav. 1:31-43, 1958 
Carlson, V.R. , "Effect of Lysergic Acid Diethylamide (LSD-25) on the Absolute 
Visual Threshold," J. Comp. Physiol. Psychol. 51:528-531, 1958 
Cohen, S. , The Beyond Within, Atheneum, New York, 1964 
>30'iqsM ban lof I'J •r>dO'i7A muiiCK’/? ,3a(r?n''!3<^qjmDx»C] lo ^odi A 
’ I'-’jO‘ l-.'c:! r.'brU ■•:> ■^3fj5»?.iOi3>vl Itj-':!^jiD rto 
^ I O'.,. .'qod;}\,?'l " , 2fiO''^r.'fUcr^in 
) '-^M tf'iinO ax^ooaii Brto .3.1 , l«qqA 
f-’^f ,bar<qo^eO'2.M;;»lfn 
or^t fil jfiO’1-. , vti.'A 0^ Jwhni-vJioor'r.i !•. " ,, 1*^ JJ. -L , 1 >qqA 
^<£/<i y9 6(j'-1 63:1 ' >O:>r,,’^!u0S ■' ''' fmotvrjOyO 
:.='^. .' ^ j >•:'; ‘)vi'^-''-.r -I .,.X.(J , ^ :>fa- 8.1. ,l*qqA 
' ^ ^ .Ij? 
it;u>0 -■ •’• -• D,’.'-wHdH ‘s'M ir. ';. - 'i' ^ .r> J c/co .T . L ^,'?.‘^tqA 
.i.V ..:d:-.' ■-■I .-If A \fi>oiyijf‘'■ ' ->■'• r,o ''.ji.OootvM br;a 
, i«>l»chpdor^rj^ •'■ rO.-O” a.L ^.0 .3.M\^fvno(. .S ^npfTr< T>J 
ni loi ^v>r!<'3 >"'<..• Af'lsorr;:-*^''!''‘r' c,'-ci »''HiD<\nti>iQ boA 
S6^f ,ti>-06jc oi'.j': c'.fjfiv.oO :on-., .-iaot»QrS •aWt 
- ' bj r. ./I. I ^-.,1 ..' ^ .--i » .Q .^bl^i t , .O .'■ 
. ::-3?qo<i\c wtbk'J'aaO loiji_«J .. i b?bA 
",. .■>■■’,’I*' ’fi lo'jji\ n ■-... J . •> '^r’ob*' ^,2-Vj '0^ 
. .^ :'5:A .^ .k ^nA 
.j'sn ■( ';'/■. ‘*,'8 bolloTtnoO/ ■ ' o lo ‘ , ,2.0 ^Hiy‘jcl3 
• qq yCQurJ '0,v?9 ,(.<b*) .V ^ • ,2 . •-ii-uvoc' ni 
,,«nDi 
..-ifiA . joc ..Q'.' , i. " •-■ .. '1 - •1 iO ytivii. n:iJ lojt6-eq;" .2.0 ,Hpu3iJ 
„ ,rCy' 
sHt ro'l ei lrxiw ri | I;^:. i: rn., jr:t -.inioidO''50) A*' , .2.0 
■:'.vi .O,**-';. ' .vDikS .fnrA .L 
s-T'jI ->.*dA 'jdl no > ■■;i ' , Iyfltsi*-" biaA .. .?>. v .no.’jhoD 
., I ■'i-' I c q .’.o. '' .I ”, rdorOw'' out-v'' 
.“’bVf ,>lioY w»M , r? .■•■'’v'jtA , ' ' ■’D\'a3 e K , ,2 
38. 
Edwards, A.E. and Cohen, S., "Visual Illusion, Tactile Sensibility and Reaction 
Time under LSD-25," Psychopharmacologia 2:297-303, 1961 
Evarts, E. V. , Landau, W, , Freygang, W. , Jr. and Marshall, W. H. , "Some 
Effects of Lysergic Acid Diethylamide and Bufotenine on Electrical 
Activity in the Cat's Visual System," Am. j. Physiol. 182:594-598, 1955 
Evarts, E.V, , "A Review of the Neurophysiological Effects of Lysergic Acid 
Diethylamide (LSD) and other Psychotomimetic Agents," Ann, N.Y. 
Acad, Sci. ^:479-495, 1957 “ 
Ferster, C.B. and Skinner, B.F, , Schedules of Reinforcement, Appleton-Century- 
Crofts, Inc. , New York, 1957 
Freedman, D.X. , Appel, J. B. , Hartman, F.R, and Molliver, M.E. , "Tolerance 
to Behavioral Effects of LSD-25 in Rat," J.P.E.T. 143:309-313, 1964 
Foster, J.M. , "Tachistoscopic Perception in Monkeys," Fed, Proc. 16:43, 1957 
Foster, J. M, , "Lysergic Acid and its Effects on Visual Discrimination in Monkeys," 
J. Nerv. Ment. Dis. 129:252-256, 1959 
Goldzband, M.G. and Clark, G. , "Flicker Fusion in the Rat," J. Genet. Psychol. 
87:257-264, 1955 
Hamilton, C.L. , "Effects of LSD-25 and Amphetamine on a Running Response in 
the Rat," AMA Arch, Gen. Psychiat. 2:104-109, 1960 
Hamilton, C.L. and Wilpizeski, C. , "Effects of LSD-25 on Food Intake in the Rat," 
Proc. Soc. Exp. Biol. Med. 108:319-321, 1961 
Hartman, A.M, and Hollister, L.E. , "Effect of Mescaline, Lysergic Acid 
Diethylamide and Psilocybin on Color Perception," Psychopharmacologia 
4:441-451, 1963 
Hoehn-Saric, R. , Bacon, E.F. and Gross, M. , "Effects of Chlorpromazine on 
Flicker Fusion," J. Nerv. Ment. Dis. 138:287-292, 1964 
Holland, H.C. and Gooch, R. N. , "C ritical Flicker Threshold as a Function of 
the Concentration of Nitrous Oxide," Nature 193:738-739, 1962 
Holliday, A. R. , Hall, G. M. and Sharpley, R. P. , "The Effects of Lysergic Acid 
Diethylamide I; Critical Flicker Frequency," Proc. West. Pharmacol. 
Soc. 8:48-50, 1965 
Idestrom, C-M. and Cadenius, B. , "Chlordiazepoxide, Dipiperon and Amobarbital 
Dose Effect Studies on Human Beings," Psychopharmacologia 4: 
235-246, 1963 
I-hnii‘'vf<!'oi.'.m’V’ ^(■airo^ ij’io 5.A ,.ibfov/b3 
i rtr'*" ^ ,5! v»»P':'by;r*r(t-.o ^<isaW'>‘^’> ., I -'ibni .tv"^ 
■ r,oc‘* , * l. W', Ib-'KtjM'■ -if , '»V ,','«iuQ\-.j>;i'^ .‘.W ^ .V^5 
'r.;; .‘,;5,',ll no ' b'U- \ hf.lA ' lf.:-n?V j 
;'. . !o;-.-,;'ti'i ,1. ,r\X ^ v^'--'v./:!- -r.vf r**' 
K- '. ■ ' • bv,?',....‘V ft‘b. ''■’ • ;<?.* A'* , .>'..^ vf’^'JOVj 
•:A ' ,ebi*»^’'''' .' " ' ' tK iiu-t-‘D (;<lc V’ '•'h/rivt'tfy^Us^tQ 
’"dd ..h>.'^!rc ■•A 
’1iK;-, ' I,-'.-. ■ tC' T.' ^ pfiU .8,'?' 
:. V i -.v ' 
■ ■ , . , ■• ■>','\ i.-ri; , '; . • ..;,• (.1. '. , . . d . f 'Jinhffeml d 
, ' '■ • . i .1.1 " ^iW/i f I ' ' >' t • . ' I 1 i'Vv^iC) 
l,r .it-T':,' ..*'^ >’c{05-':'-^’JH,-'dT" , ,W . i. 
1 •' ■-' '•■ 'M'(i.> , .<■ •'■/iij-- -,•■ i-* '■' :/1 'V}‘* . ' .1. irj*>w3 
‘ . ^ . .* < ' . * . - ’ . V -Vi’ .1. 
. “• ■ ••) \'l.,-' . ' •• . ! '-j •'.-Jj-v' , .n -"lo .v.j ,i\‘’ ^.bt'odsbl&O 
■I '..■n<' . '• "K 
^ - ' ' ■'■■ .<• '■' •' .• i* I : ■„ . ■ />it-, ' , . i ,D- ^oi.. - ..•'‘H 
•,,..., .0' . ' . lA A"/,/"' ft)! 
•■ I VJ . ' ’ , ■•■-■'it ’ . (qj) i bar . J . »/ . no 11 i ?n-H 
Qn .or.c. ■<’’A :,' ‘'''' .K'.'- ,f»oraiciH ;-■ i^oi ' v.V: n. ' '-.'n.. 
■ ri ^ ' i, ' 
i j •• .-.tA}” ^ > K -■ i . At , aA.r c! 
A' f!L‘ . ’v' ht jiV. .vv4l.'i t i 
’l\.-p'. ■•■ vnj-? u uo hb*;'. -.i.d : icv 'i.' it'-'' . I''!. ;i , <A,> • b-.o . I'J t . ■ n. .loli 
'’»6v( ^■\ j*v\ \ ■ , :>b!X'v * .•'.’OiJii.-'l to riutto-jf*! ■'•'•■' A .•■,♦ 
bij~ to fi.iito '.-■u ; ,, A, r. , (fv'boc- .M • ' ,-'.r; ^ , - .A 
. A<‘: .C';- .‘^-c 
lot' .'’jfO.*'.;u_ ^'i. *(j.'’* . *■' . A -A,-^> ^(Wi'3t>i>bl 
;> ^ .• ■3 7 .' .,r . .-'t ^'>t5 "ic-i'ri.ih I •■) . ■<!‘-vjt< 
* **Ao, 
' \ i' iiiiililiii 
39. 
Jacobson^ J.fH. and Gestring^ G.F., "Spontaneous Retinal Electrical Potentials^" 
AMA Arch. Ophtha 1.62;599-603^ 1959 
Jarrard, L.E. , "Effects of D-Lysergic Acid Diethylamide on Operant Behavior in 
the Rat^" Psychopharmacologia 5;39-46^ 1963 
Jarvik, M.E, and Chorover^ S. , "Impairment by Lysergic Acid Diethylamide of 
Accuracy in Performance of a Delayed Alternation Task in Monkeys/' 
Psychopharmacologia^ 1:229-230, 1960 
Karp, E. and Pollack, M. , "Comparative Studies on Chlorpromazine and 
Imipramine IIL Critical Flicker Fusion Thresholds in Psychiatric 
Patients," Psychopharmacologia 4:452-458, 1963 
Keeler, M.H. , "Inter-Relations of the Effects of Psilocybin on Subjective 
Sensation, Photopic Critical Frequency of Fusion and Circulating 
Non-Esterified Fatty Acids," Experientia 19:37-38, 1963 
Key, B.J. , "The Effect of Drugs on Discrimination and Sensory Generalization of 
Auditory Stimuli in Cats," Psychopharmacologia 2:352-363, 1961 
Key, B.J. , "Alterations in the Generalization of Visual Stimuli Induced by 
Lysergic Acid Diethylamide in Cats," Psychopharmacologia 6:327- 
337, 1964 ~ 
Khazan, N, and McCash, D. , "Effects of LSD-25, N, N-Dimethyltryptamine 
(DMT) and N, N-Diethyltryptamine (DET) on the Photic Evoked 
Responses in the Unanesthetized Rabbit," Arch. Int. Pharmacodyn. 
2^:474-483, 1965 
KrilI, A. E, , Alpert H. J. and Ostfeld, A. M. , "Effects of a Hallucinogenic 
Agent in Totally Blind Subjects," Arch. Ophthalmol. 69:180-185, 
1963 
Landis, C. , "An Annotated Bibliography of Flicker Fusion Phenomena," Ann 
Arbor, Mich. , Armed Forces National Research Council, 1953 
Landis, C. and Clausen, J. , "Certain Effects of Mescaline and Lysergic Acid 
on Psychological Functions," J. Psychol. 38:211-221, 1954 
Liberson, W.T. , Ellen, P. , Schwartz, E. , Wilson, A. and Gagnon, V. P. , 
"Further Studies of the Effects of Psychotropic Drugs on the 
Behavior of Guinea Pigs and Rats," J. Neuropsychiat. 3:298-303, 1962 
Lloyd, D.N. and Newbrough, J.R. , "Sensory Changes with Phenothiazine Medication 
in Schizophrenic Patients," J. Nerv. Ment. Dis. 139:169-175, 1964 
^tJnrli'sO Br-J? .H A ^;o«>ecioi5iol 
rtJ lolVoHf:^) Ino'JoqO nr. eth<’m'‘4ydf<?fQ r-fgmyj-’-CJ )i^ .,J, 1 ,1>iio*»iot 
k> '>h?fripl V' 'Ji-G b:-U'A biglO ■; J , ,'c ^ ■.;?v-.iev:'!~5 l-r^.o .B.M ,j4lviol 
'', ..\.'i>lno/'A f . ! 3' ■"'O'‘iv "fcf'Vv ctaryoisG d'>0 *•■■*><ni y"' 
l;’;o ‘*ru.t'rr'io^q)'.''f»D 00 avjVt^oqiSW'j’D'' , .M L-^f' .3 ,C|io)l 
:;n<Dlrl.;'. ('- ut .jr: t.or^‘.*''''T no'-rv 'I ^Dr.i‘' ''3 , 'f''.-r!"'i<t^r i 
’:’t9olo-)4'f"-^of;qO;rl:*y<»3 
no ri.dyaolij^l ^■•r/'•^id ''-’ V.. , .M,M ,, 
fj 11 In!u:;..tD ov’?o3 io \ort9'.p'S»3 J ’ 
Cd»'1 .SC-^Cr^? oHoiPnaqxj At^A yi '>:ji3't 
io no) I Li» lu I-'no C) y io;!<-u'C-bov r.citpn*^'’^e'C) n.o ^]uiC} V. T'j^m arfl>' , L.fi 
•'. Dig:.‘o.prr^oriqoHjy/n ytoi Vu'*, 
yd bojubn; Jlon OkwiV -o te0 4t<''3 fit ; no Hens*! A"' I,.6 
'■'^^Z'6 oI^lojK"!'.-i-dqofi^vfG " , j'.-v^ li a-L^rujiy bvvA »ij.ne«\'J 
.■ ,;?cc 
ao'.mpic;y ;^l ,.0 ywo.>oM .bno! .M ,no3:ori>( 
b'^slovi ?i ' il^ oiii no (T3n) •*" " ;l y •■ I i<d bnu (TMG) 
.nVOoS''**" mI'' .♦nl .'^'lA '\ liiGwr.iV. -j'-iii '- 
. _ ._ ,.y?>b-N^A"A^ 
on'-l i'oH n lo rfo33t5 ‘ , .iVt. A ,b-j -'C nflt> A^H naqlA ,llii^ 
,S3i-OG '■'') ■ . ‘ HqO .doiA '\8!'.'otdu(" bri"^ /l!r'»-iT •-.; .f/-r)oA 
-- \ ii^l 
nnA ' ..r jr^onar^'^ •rli:i3 TaJoJR 'c ybqoi^O’MdJS Uui'r «•.. '"A" ^ .^ ^aibftoJ 
dO' ' .IL-.m-:!/ .•< .:,-5‘onoitoM »<'*;'-.■!■; '•.sr.vA . .,.0 .'/ , •■ ri'tA . 
b'*' ' Hr«' tT . '(•:o;9M llo ?f*.'yT':‘’ . .b uolD b'^n . j .,.*JbnDJ 
fC.9f J 9^- ((S:Sv .ion:/y.f3 A , ^n*- * nu 4 'i>:.i^. <i jrtoyf^ no 
, ,n V .nonon'^ bn*- .-A , 1 ,i'*.cwili.£ » A.'v' ,r»o?‘tddlJ 
nz '^'ji'U a'''joifodox«f! 3o et;'>V43 o.'b t:> <.7*bot.? ’ 
»£0t Af^;C .U)iHoy»v7CA '\|lc;A.nc. c»nloO !■ Ivr 
PO'*o:*b^M c ivoiHlofiad^ Hl?\v r.*5oriDflD x'iO'»“'?i2" ^ v'-v* boo .M.G 
Ao?! ,cTf*961 i9€f uiG , .v*«5it'* ,1.oinbtilq:-'::ir^?2 r.l 
...4 
40, 
McGaugh, J,L. , de Baran^, L. and Longo, V.G,, "Electroencephalographic 
and Behavioral Analysis of Drug Effects on an Instrumental Reward 
Discrimination in Rabbits," Psychopharmacologia 4;126-138, 1963 
Meltzer, D. , "Effects of Drugs on Approach Discrimination Under Two 
Deprivation Conditions," J. Comp. Physiol, Psychol. 59;289-292, 
1965 ” “ 
Mendelson, J. and Bindra, D, , "Combination of Drive and Drug Effects," J. 
Exp, Psychol. 63:505-509, 1962 ~ 
Mishkin, M. and Weiskrantz, L. , "Effects of Cortical Lesions in Monkeys on 
Critical Flicker Frequency," J. Comp. Physiol, Psychol. 52; 
660-666, 1959 “ 
Mowbray, R.M. , "The Effect of ECT on Perception of Flicker," Acta Psychiat. 
Scand, 36:149-156, 1961 ~ 
Olds, M.E. and Olds, J. , "Pharmacological Patterns in Subcortical Reinforcement 
Behavior," Int. J. Neuropharmacol. 2:309-325, 1964 
Ostfeld, A.M. , "Effects of LSD 25 and JB 318 on Tests of Visual and Perceptual 
Functions in Man," Fed, Proc. 20:876-884, 1961 
Von Post-Lingen, M-L. , "The Significance of Exposure to Small Concentrations 
of Carbon Monoxide," Proc, Roy. Soc. Med. 57:Suppl: 1021-1029, 1964 
Purpura, D. P. , "Electrophysiological Analysis of Psychotogenic Drug Action," 
AMA Arch. Neurol. Psychiat. 75:122-131, 1956 
Purpura, D. P. , "Experimental Analysis of the Inhibitory Action of Lysergic Acid 
Diethylamide on Cortical Dendritic Activity," Ann. N.Y. Acad, 
Sci. , ^:515-536, 1957 
Ray, O.S. , "The Effect of Psychotogens on Approach and Avoidance Behavior," 
Int. J. Neuropsychiat. 1:98-103, 1965 
Schwartz, A.S, and Cheney, C. , "Retinal Effects of High Doses of LSD in the 
Cat," Exp. Neurol. 13:273-282, 1965a 
Schwartz, A.S. and Cheney, C. , "Effect of LSD on the Tonic Activity of the 
Visual Pathways of the Cat," Life Sci. 4:771-778, 1965b 
Simonson, E, and Brozek, J. , "Flicker Fusion Frequency: Background and 
Applications," Physiol. Rev. 32:349-378, 1952 
^qo'';'5C'';'''v. -•eytoi} «>b J.i ■,di^judO 
' oirrr^'.jr^.'M/ na noelKpr ' ;;:• / »'Y!fy>A b»^i' ' ' v ’ '; r 
biV-'! ”bx^:^ o.ieola'X^tTr)fo.'<:4CA'l.?v?1 ' ^yUdiioU (ii{ ' ' 
'. "/* . ■•/tU rjo(to;ilrf‘ri:><;tG d:.' ji^A Tjeo'^-iv-’iC!; '(;, . .. ilA*’ , ,o , 
. i ,.q,TK.D .{, q iO'b'v 
^ ■»- •• CXi'^' 
.1 ", ?■ :jjfiH ' 'I.-.'-Av.i .'. ooi'wiiciitKil'i* ^ i.l a-'ibaiii .-■•o .s , '.. par^noM 
ri^^r,9^-ec^;£A 
..-s-:J 'Cj^itiop ^ . .J , i '• ■■'■ M ,'■ir-*r'.-'»M 
. '■• iS' ..;n,o") .'. •', , .>,tSDf.-‘‘'-'^’1 iV 
■j ' '' 
I TO r.oi : •■■S /' 1: 9fiT- , M .v-.niiwoM 
;'v'-*6?* 
5-,' :' ii>Dinc:>Jv'c nl ^-TfStti.S |Dj’{:oioiJn'Ti«rH' , ^ v.3.M ^<blO 
J-.or. .>k :r -v^il' .s .ir^f ''oi 
io\^Uyj„ ’ fr,'..- V tc rj.-; ^/, '■.’•(n.r’ 01.: ;•;,-jifS ~ , .A/ .A 
! A ''•'.roi'’! ' •’uM i! M'I 
>- * ■ 
■ K Mneld :*HT'' . fJoV 
^ . » '"ii '■• > ‘. ’C^V lO 
",nt*. -^A -. :r-spo*cd.. f. ■' 'o : , AnnA .oui^!.?* :y;-i'i ti.'-o' ubJCfTO*! 
, ibi-A;;[;e': /vM^ 
b'.''A ,Aq , . jx.! I;. -ivItoA/f-i; ■ ;c; x.-A ''-,tr>tt.pri**-:(,-,l-i'' ^ .O-^ou/qiu*? 
.ox:>A 'll (it vJf^A aA. ,v/iT<rC.l fo^JiioA ’*c- /.>!itulyrlif»f'd 
■ ■ ■ , , \i9f -•• A* .A;^ 
,■ ‘ A’ -‘^Aov A br»c rlacoi',:- 'i.:t :-'-*<■1. ' ,.<?,0 ,yoJ^ 
,..()f-.V: .' ■^■.•1 f .ini. 
: ' Cl.) ir' V r»»o(3 •„> A_ A C’ xtx'. .i'.A ,\f>cwH^2 
\C:>y. '-t .t^3 ".toD 
I 
©fif Vo ;A'/.’. A .>»r»o.’' 'J. ■ nc- 0?J Vo 15<.0j3" .» !■ , yfsr.snO bno ,~.A r.? .'rwr^oc 
• j’Av : -,S^'.\-' 1 \■-^ .fot yVlJ " , fcD ©'ll I-- .\oy.'"^fi:''i loutiV 
br : .': r 7 ^ noboi ^.C ,.>J3\ci8 bot.i 3 ^noenomlS 
,8\t--^ACr£C .vo/'^ Jo fey " ,-^notiodti<^qV* 
ino ti • '.e-,^r I ^ 
-KCf AqqocAd . ,5oJ - A 
no 
:Se AoV .. 
.TO'-'a. ')•■^ 
41. 
Symmes, D. , "Self-DeterminaHon of Critical Flicker Frequency in Monkeys," 
Science 136;714-715, 1962 
Symmes, D, , "Flicker Discrimination by Brain-Damaged Monkeys," J. Comp. 
Physiol. Psychol. 60:470-473, 1965 
Taravella, C.L. and Clark, G. , "Discriminationof Intermittent Photic Stimulation 
in Normal and Brain-Damaged Cats," Exp. Neurol. 7:282-293, 1963 
Wilcoxon, F. , Some Rapid Approximate Statistical Procedures, American Cyanamid 
Company, New York, 1949 
Winter, C.A. and Flataker, L. , "Effects of Lysergic Acid Diethylamide upon 
Performance of Trained Rats," Proc. Soc. Exp. Biol. Med. 92: 
285-289, 1956 ~ 
|S r- fVfe.-vS 
ftdAdb^ 
j'V ,;;, 
h / • 
.<qmoj I b«QomoCJ-<Nlo->S sfc} r4olttwr;^h?w/0, .Q 
'■'M- 
fioitobimH^ shorf*} tndti^errjotnf ^onoltofttmhaeS^*' * ,0 ^sitc'lOiMo ‘1^*0 ^olUvowT 
^C9S“S£&‘;t Joiu»H .qxii ‘‘,2<oD b©eE>n'»a)C{^'iforS bno liarrrrti>H r%\' ^ 
bt/rjDf)r*xO nooiwnA ,#©igbn3oi’^ foaHiHotB wlomixoKiqA bmR»/*} ^nioxopIfW 
noqu oblf^i blo^A :5J8'(Sr\(J k «i3oH3 * ,,1 v K5>-^v??t>l ttw^o *A.D ^-witrtiW 
:S^ .bf>M ^tor?. .oqZ .30t9 .bSi’nwT lo f>:>(Mift>i^T6^ 
V de^i ,^Qt-d85: 
. /.jv'' ■. 
' ■»•* 
•V. 
’ ■iWBt'-a . 
:"’■ 1 ?<rj.,: 





YALE MEDICAL UBRARY 
Manuscript Theses 
Unpublished theses submitted for the Master's and Doctor's degrees and 
deposited in the Yale Medical Library are to be used only with due regard to the 
rights of the authors. Bibliographical references may be noted, but passages 
must not be copied without permission of the authors, and without proper credit 
being given in subsequent written or published work. 
This thesis by has been 
used by the following persons, whose signatures attest their acceptance of the 
above restrictions. 
NAME AND ADDRESS DATE 

